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(57)Abstract: 

PROBLEM TO BE SOLVED: To provide a method for producing a granule containing an active 
component, having good physical properties, continuously releasing active components by tableting 
and convertible to a high-dose pharmaceutical preparation having good mechanical properties. 
SOLUTION: The method for the production of a solid peroral preparation continuously releasing the 
active component comprises the use of at least one kind of active component, a mixture of polyvinyl 
acetate and polyvinyl pyrrolidone, optionally a water-soluble polymer or an oleophilic additive and 
optionally other conventional excipient as the components of the preparation, the granulation of the 
mixture of at least a part of the above components by heating at 40-130° 0, the mixing of the 
obtained granule with conventional excipient and the tableting of the mixture. 
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[0 05 4] M<'^#cijc. Bm^tifc-^mv^mo 

[0 05 5] ^SiJ©f$«)Al^SEfflT^;^-S C 
ran. JfS L'< li23!P6l3 ran■C^fE)5. 

[0 05 6] 1 'y(Dm^^mm&^<D±mitcit'prj:< t 

-c*^. 2-5«±©r£14^^^*fflt»r. cn6©±SS 

[005 7] ±iSJl< y i^K f-;UfcJ;0-;i< y f-;Ub-n 
y,K>*i6i5:5^8&iS»5.nfe?i^©ti*>«:. Sfeffi?: 

C©i^fln«?I«t{t©Hu*sJ:i>*f^©f%6-C*>. m^dcj: 

[ 0 0 5 8 ] ii< yi^mt^^^Ufc J:0*?J< y fc^^-d/b-a y K 

>il,^'5 2-:5©;J<y -^-CDffl^-tt^, 3MiR3nfc:^ffiCC 
j^-oX ^ l7r--j Cone-pot system) J 

[0 05 9] *%?^©:^iSfc J: or^j^sn-sim©!^ 
-:5t,»-r, tb35ii8:2r-$)-s^yi^®!fc'-ji'id<y t'^^ibf 

py K>©il^^(Ko11idon SR)*^e>i4^i§*i{C J: -aT 
[0 06 0] 

[«i] 



(8) 



13 
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^1. /x^i2.^^-)vmi^(omm^^ 









/^5'fe^t~;p/KoIlidon SR (1:1) 1 


32.9' 


7.84s 




48.2* 






45,6" 




/^5'fe^?=E-;v/KQlIidaB SR (1-1) 3 


34. 2» 





UMCB^^SdStcphan (A. Stephan u. Sohne ^) ?^fflV^fcSieft 

A^^-^-rSSt: (vi'^v NJnl^), 12.5^^-, 650 rpn 
91:^15^^-9— (DiosM V20) 
: 12. 5 ^> 



[0 06 2] *^H^<Dms«j«. «3&;&^e>isa&$n/cis^j 



[0 06 3 ] 
[«2] 





mm 




srel 




17 5N 


31?. 0 mor 


0.4% 




112M 


320.5 mg 


0.8% 




5319 


31L»8 mg 


0.6% 



: 10 un. M&tl (beveled) : EEffi^; : 18 IcN 
^ : 1.0% Aerosil 200 



[0 0 6 4] ISffll^tt m&^J:mmmM) Krae 
[0 0 6 5 ] ;J<yit^t:'J^;U*5j:0'3j<U t'::.;l/epU K 

[0 066] 'ii^^(D:fjmt^tMmmc. ^^moy^m^ 

[0 06 7] 

[^jte^i]] gJIfU. 50% Kollidon SR:fe<i O'SOV^*"^ -fe 



Mks Korsch EkO()B^C^:7'UX*ffll,ino mmCDffiHXO U 
[ 0 0 6 8 ] a3«. S5K(DaS<DS&{taafcJ:0'i® 

[0 06 9 ] 
[«3] 





75 


80 


t:] 

85 


7.5 


147.4 jjm 


146.2 fizn 


279.2 |im 


12.5 


157.6 


164.6 \mL 


391.8 pro 


17.5 


179.7 tm 


29 6.8 |jm 


416.6 



[0 07 0 ] ^l^StSi*. U— !f-|5ItlTCCj:i3«iMU 50 fc. D[4,3]ffl^«iC^i^^. 
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[007 1 ] MM0i2. 50% KolUdon SR*i J: 0*5056' 
•fe^-t— ;l/*i6^C-S400 qCDKbllidon SR/-'"»'-7-fe ^'■t — 

•9--?rffll>-C*6*^0fi!)il^L. '^CCClvlSO'C. 650 rpm 

[0 072] «4«/jN3t»rStt^^iK^^-C3^W®^c< 

SM^b^J^lf v-fiiiNr)«att^b(dustinq)*S!S(,^ 

[0 07 3] 
[^4] 

^4. mMLW-i^mm(om^^»^i^m.m-^iDmm 













[Mm] 






58.0 


182.6 


€3.1 


178.3 


92.8 


287.9 


116.8 


502.2 


179.4 


590.2 


412.2 


640.1 


557.6 


655.3 


685.2 


672.7 


. 930.9.__ _ 


707.1 
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[0074] if-@WK: J: OS'JSL 

fc, D[4,3]fii?r^{CjST, 

[ 0 0 7 5 ] R5«. tii¥t^nicmbix^rj:mm^$>^ic 

[0 0 7 6] 
[US] 



10 



20 





mm. 








m 


58.0 


157 


63.1 


148 


92.8 


148 


116.8 


170 


179.4 


183 


412.2 


161 


557.6 


167 


685.2 


159 


930.9 


156 



[007 7] mma. Kra&nermmmmmmiHY-im 

[ 0 0 7 8 ] R6«. K-'l'SCpadcne method) (C J: ^ 

[0079] 
[^6] 



*30 





nm-^nr^mi^^^ {%) 


[h] 


m^&<D^mi&m = mum 


mm(OW-i^i&^ = 590 /AH 




(m^^i^= 63 iin) 




0.5 


12.5 


13.4 


1.0 


17.8 


18.8 


1.5 


21.5 


23.0 


2.0 


25.1 


26.4 


3.0 


31.2 


30.0 


4.0 


35.0 


33.6 


6.0 


40.4 


40.3 


8.0 


44.2 


44.7 


12.0 


50.7 


52.2 


16.0 


58.1 


57-9 



[0 08 0] mmms. 

a) 50% Kollicion SR*5<t:O*50%7^:i*:7 ^ U > 

b) 43.75% Kollidon SR^d cl:t>'56.25%f':t :7 ^ U> 

c) 37.5% Kollidon SR*5 J: 0'62 . 5%'r :t V> 
d ) 25% Kollidon SR*5<i:0*75%f*:3f:7 ^ U > 



?&^?>J&'5400 qCDKbllidon Sa/'f'^::^ ^) >U^^(0^ 

50 iiL. ^n^n#N;^tci&-j&^f4io/c„ o.5%x7=-Ty 
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Miiy'ly:^(Korsch PH 106)^fflt^riO mmCDMH^O U/c [0 0 8 2 } 

[0 0 8 1 ] ^7ti. Kbllidon SRODfi^^ffitt^^S^OfiSC * 
S7. •T*:t:7>f U >®SS<^>#ii 





^« 




a 1 


220N 


>16 h 


b 1 


202N 


15,2 h 


c 1 


186N 


12.3 h 


d 1 


153N 


11-6 h 



Korsch 016^1':^ (Korsch PH 106) *Mt>&®afl{b 
ISi^SI: 1. OX Aerosil 200; 0. 5X 7.7-7 ^JyWf^i/^i^OJ:, 
n>'^ : 10 mi, ffiSft) : : 18 kK 



[0 08 3] mmt, KraefiierMettte^M.®ltiCHr-TMB 

^ : 0.1 N Ha. 2*>6l6^ra : V 'J^r -pH 
6.8; MmUJS. : 37*C) . 
[0084] MM&i4. 47. S% Konidon SR. 

on SR/*7:c-C>/TJl'+':f- hii-^®*. i^*^-;' 
hM^§^«^/cl«ii5+1^-CCral Collett^) * 

ffli^ r * 6 D 86^1^ L , 'Aicm85'C(D-;&&vmmt l 

fdik. {i't^-i/bX (Korsch EkO)$rffltJ'rip img)ffiaXl3 

[0 08 5] c<DmMommt. m^M^xo vtmmt^ 
[0086] mmmb. m .mmM.m'n^ufmithx 



a ) mmmm-^'m 

b) PKL (Stephan5+1»-- : 650 rpm. 85*C. 12.5^) 

20 c) imnmmm^m^hi'mttifcim (lo nm. is 

IXO : SMti ■■ 18 kN) 

d) ±Mmm^h^^^fifcm\ do im. bbjc^ : e 

: 18 kN) 

[ 0 0 8 7 ] ^8». %sm^!^K:4>. mmwmc 

!j<»; ex;l/fP K>*>6i&S (J?* L.< «8:20j:b) 

[0 0 8 8] 
[«8] 



CH) 
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20 









(650 rpE 85*0 








99.8 


100.1 


10.6 


11.5 








15.4 


18.0 


1.5 






18.4 


20.9 


2.0 






21.4 


25.0 


3.0 






34.0 


29.9 


d.O 






27.5 


31.8 


6.0 






32.9 


28.4 


8.0 






33.5 


44.4 


12.0 






41.6 52.7 


15.0 






47 .7 


58.3 



: 10 Biffin m^K) : JEl^;^ : IS kN 
^ : l.OX Aerosil 200 



[0 0 9 0] ^fegiS. 50% Kollidon SRteJ:2>'50%:^;:7 
x>r>7&^65^€)Koll1cion SK/:^:7:i: >r>g^^i^ 
+1f-aurbul^. lMlOB)r?g^L/Co iE-^^^?: 
U :x-}fai^CHaak^. Rheocord 9CSS) 

g^cj:or»tCstrand)*W»fbrlS5f4*f^S{L. Cti 
^1 mmO-S.-Sl^CCffiU, 0.5%XxT»;>K-^^^>>'^A 
iig-g-U/cf*. ii>l:^:7* u;;^ CKbrsch EkO)S:m>rffl|fiU . 
no mmCDMaXO L/ciJSflI<t LfCo 30 

[0 0 9 1 ] 

[*9] 

^9. »mmu'^mtmi&<oW'i^mm(Dit» 





i^yjL-^ >/<Kollidon SR 

(1:1) 




80,23 \m 
553.88 |im 



[0 09 2 ] ^mimt. b-if-HW^C i DS'J^L 
/c. D[4,3]ffl?:^CCij^To 

[0 09 3 ] tkg^t^ : b F P^^ v^'n bVb^ ^;V'b;bn 

50% Methocel K15MfccfcO'50%^^*^ -fe ^-=6 — 'S40 
0 qCDMethocel K15^^/>'^''^ -fe ^^-;l/?g^^*. v^i-^ 

II^^U^I^. ^X^C$^85*C. 650 rpm-Cl2.55>F^51f4{bL 

/Co m^^^^^cm.^m^xm<D^^\.^{cm\^tco o.5%x 

;f-T y >^V>/^$x»J? Aerosil 200<i:M-n O 

/di. Korsch Ek0ffliC^:7>;^^JlLiri0 mmCDBK 

[0 09 4] mmm^cDT^mm^x. 'm^'^mm 

[0 09 5] 
[^10] 



(12) 



21 

m 10. 
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ir«l 1 i^nn CD 

(Irl) 


IsclQOCCl 11 luitt 

(1:1) i.a.i 




115.91 


154.97 




539.17 


139.34 




32.90 


48.20 


mmmm uj 


7.84 






175.00 


112.00 


MS [mg] (srel [XD 


319 <0.4] 


320.5 (0.8) 


tso [21] 


>16 


12.9 



Stephan UMC5^^i«j^=Mt- (A- Stephan u. Solme^) ^M^^TcmMit 
^t^7l-iS^- : 85TC C^r^vhWm. 12.5^5-, 650 rpa 
KorsclL<g'6yk:^(£kOM) &ffiV^}^^^^ 

/t>5" : 10 DUB, ffi^r) : E3HS;tJ : 18 kN 
f&lS\&imi&^ : 1. OS Aerosil 200 



[0 09 6] w-^i&mu. u—^-m^dcj: K>mmL 

/Cc D[4,3]ffl^^CC^-rc S,&ft«DIN 53916tCiBa^S 

[0 0 9 7 ] tb$m : >^T-r yjur;i/j-;u 



Aenosil 200iil^L/cf^. Korsch EkOfiiC^:?* 
20 U;^?:ffll^riOmrnCD®gX«9 b/c|iSiJ?:f^t5{U/Co 

[0 09 8 ] gstt#tt?&^siirs)€>c itcjra^r . mm 

[0 09 9 ] 

[mi] 





KollJdon SR 

(1:1) 1-3 


— JKl:l) 2,3.4 




32.9 


45.57 


mmmm [si 


7.84 




®S [Nj 


175 


53 


mm [Dgl (srel [XD 


319 (0.4) 


311.8 {0.6) 


tso Cbj 


>1€ 


4.8 



Stephan TIMC5?S^ia5=*^1t'- (A. Stephan u. Sohne S) «r>S l'>&3S«t<t: 
y^^p<-^- : 85r, 12.5^. 650 rpm 

(Diosna V20) ^^v^fc®1§l^b, 12. 5 ^ 

Korsch m*brru:^ (EM S!) Sffl ^^ifc^^Jft: 
K?g^?J : 0. 5X Xt-T U >K"^^^^>'^ix 
ny^ : 10 mm. ®®0 : JS^g:^ : 18 kN 

^tnmmwm : 1.02 Acrosii 200 



[0100] ^M^MtUiH 53916^Cfea!3nrtriSFfren 



(13) 
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(51)lnt.a/ mmnm F I f-v:3-K (##) 

A 6 1 K 47/U A 6 1 K 47/12 

47A4 47/14 

47/26 47/26 

47/34 47/34 

47/36 47/36 

47/38 47/38 

47/42 47/42 

A 6 1 P 3/02 A 6 1 P 3/02 



(72)^?^^ •^;UV> Tzy^'—)l F 3? — A C##) 4C076 M31 AA37 BBOl CCOl CC03 

K ^ y ^W^flM 67246 r'-OVJ^i^^ CC04 CC09 CCIO CCll CC12 

3? >r T> — Jbrf h ^ -fr CC14 CC15 CC16 CC17 CC21 

7 CC22 CC27 CC30 CC31 CC32 

DD26A DD37A DD37M D038A 
DD41A (XMOM DD45A DD45M 
DD45A DD46M DD67A EE06M 
EE07M EE09M EEIOA EEIOM 
EEllM EE12A EE12M EE16M 
EE23M EE31A EE32M EE33A 
EE33M EE36M EE37M EE38M 
EE42M EE48A EE48M FF31 
GG12 GG13 GG14 



